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The invention relates to the novel modification 
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zyl)-lH-l,2,3-triazole-4-carboxamide of formula (I), 
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International application No. 

PCT/EP 98/03427 



International filing date (day/month/year) 

08/06/1998 



(Earliest) Priority Date (day/month/year) 

10/06/199? 



Applicant 



N0VARTIS AG et al 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of . 



sheets. 



it is also accompanied by a copy of each priorart document cited in this report. 



1. (^] Certain claims were found unsearchable(see Box I). 

2. Q Unity of invention Is lacking(see Box II). 

3 r~| The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
international search was carried out on the basis of the sequence listing 



□ 
□ 



filed with the international application. 

furnished by the applicant separately from the international application, 

I | but not accompanied by a statement to the effect that it did not include 
— matter going beyond the disclosure in the international application as filed. 



| | Transcribed by this Authority 



| | the text is approved as submitted by the applicant 
|Y1 the text has been established by this Authorityto read as follows: 

CRYSTAL MODIFICATION OF l-(2,6-DIFLU0R0BENZYL)-lH-l ,2 ,3-TRIAZOLE-4-CARBOXAMIDE 
AND ITS USE AS ANTIEPILEPTIC 



A. With regard to the title, 



5. With regard to the abstract, 



| | the text is approved as submitted by the applicant 

(Yl the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
Box III. The applicant may, within one month fromthe date of mailing of this International 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. Q as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



[y"| None of the figures. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. QT| Claims Nos.: 11 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claim 11 

is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. | 1 Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ' searchable claims. 



2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invitepayment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j [ The additional search fees were accompanied by the applicant's protest. 

| j No protest accompanied the payment of additional search fees. 
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- last line, between "its use" and 
"for the treatment of epilepsy,", 



"and pharmaceutical" insert 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C07D249/04 , A61K31/41 



According to International Patent Classification(IPC) or to both national classification and IPC 



B, FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C07D A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP 0 199 262 A (CIBA-GEIGY AG) 

29 October 1986 

cited in the application 

see the whole document, particulaly 

example 4 

MUNZEL K: "Der Einfluss der Formgebung 
auf die Wirkung eines Arzneimittels" 
FORTSCHRITTE DER ARZNEIMITTELFORSCHUNG - 
PROGRESS IN DRUG RESEARCH - PROGRES DES 
RECHERCHES PHARMACEUTIQUES , 
vol. 10, 1966, pages 227-30, XP002078506 
Basel , CH 

-/— 



1-15 



1-15 



0 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be ol particular relevance 
E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use. exhibition or 
other means 

*P" document published prior to the international filing date but 
later than the priority date claimed 



T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of theinternational search 



23 September 1998 



Date of mailing of the international search report 

07/10/1998 



Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 
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vol. 14, 1970, pages 309-21, XP002078507 
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Applicant's or agent's file reference 
4-30028/A 



International application No. 
PCT/EP98/03427 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/IPEA/416) 



International filing date (day/month/year) 
08/06/1998 



Priority date (clay/month/year) 
10/06/1997 



International Patent Classification (IPC) or national classification and IPC 
C07D249/04 



Applicant 

NOVARTIS AG et al. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 

II □ Priority 

III El Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V H Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

VI □ Certain documents cited 

VII S Certain defects in the international application 

VIII Certain observations on the international application 



Date of submission of the demand 



13/11/1998 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. (+49-89) 2399-0 Tx: 523656 epmu d 

Fax: (+49-89) 2399-4465 



Date of completion of this report 



1 8. 08. 99 



Authorized officer 

Bu no Torres, M 
Telephone No. (+49-89) 2399 
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I. Basis of th report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-15 as originally filed 

Claims, No.: 

1-15 as originally filed 

Drawings, sheets: 

1 ,2 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
El claims Nos. 7, 11, 13-15. 

because: 
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S the said international application, or the said claims Nos. 1 1 relate to the following subject matter which does 
not require an international preliminary examination (specify): 

see separate sheet 

H the description, claims or drawings {indicate particular elements beloW) or said claims Nos. 7, 13-15 are so 
unclear that no meaningful opinion could be formed (specify): 

see separate sheet 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. ^ 

□ no international search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-6 




No: 


Claims 


8-10, 12 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-6, 8-10, 12 


Industrial applicability (IA) 


Yes: 


Claims 


1-6, 8-10, 12 




No: 


Claims 





2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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VIII. Certain obs rvations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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III. i) The subject-matter of claim 1 1 is directed to a therapeutic method of treatment 
(Art. 34 (4)(a)(l) and Rule 67.1 (iv) PCT). 

ii) The crystal modification A" cannot be "identical" to the crystal form A. Claim 7 
does not include the lines of interplanar spaces or other characterizing features 
of the form A' which result as a consequence of the mentioned "defects in the 
crystal latice". Therefore, the subject-matter of claim 7 does not fulfil the 
requirements of Art. 6 PCT, since it does not clearly and unambiguously define 
the crystal modification for which protection is sought. 

iii) Claims 13 and 14 have been defined as independent claims. The Applicant has 
not clarified to which form A or A' refer the characterizing bands in the FT-IR 
spectrum given in claims 13 and 14. Moreover, a better dependency among 
the claims should have been ensured. Therefore, no opinion can be given for 
the subject-matter of claims 13 and 14 (Art. 6 PCT). 

V. i) The following documents have been taken into consideration: 

D1 = EP-A-0 199 262 

D2 = Munzel K: "Der Einfluss der Formgebung auf die Wirkung eines 
Arzneimittels" Fortschritte der Arzneimittelforschung-Progress in Drug 
Research-Progres des Recherches Pharmaceutiques, vol. 10, 1966, pages 
227-30, XP002078506 Basel, CH 

D3 = Munzel K: "Galenische Formgebung und Arzneimittelwirkung" Fortschritte 
der Arzneimittelforschung-Progress in Drug Research-Progres des Recherches 
Pharmaceutiques, vol. 14, 1970, pages 309-321, XP002078507 Basel, CH 

ii) Claim 1 of the present application relates to a crystal modification of the known 
compound l-(2,6-difluorobenzyl)-1H-1,2,3-triazole-4-carboxamide, namely form 

A. 

A crystal form of the known compound 1-(2,6-difluorobenzyl)-1H-1,2,3-triazole- 
4-carboxamide obtained by recrystallisation from ethanol has been already 
disclosed in D1 (see example 4). However, D1 does not disclose the lines with 
interplanar spacings (d values) of the X-ray powder pattern of said form or 
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other characterizing parameters thereof. 

Crystal form A according to claim 1 is obtained by crystallization from methanol 
(see example 1) or water (see example 2). The differences of these processes 
for obtaining crystal form A when compared with the crystallization process 
disclosed in D1 appear to suggest the novelty of said form (Art. 33(2)PCT). 

However, crystal form A' according to claim 8 is obtained by crystallization from 
ethanol (see example 5). Therefore, in the case of the crystal form A' the same 
crystallisation solvent as in D1 is used. Therefore, the subject-matter of claim 8 
does not appear to be novel vis-a-vis D 1 . 

D2 and D3 generally disclose the concept of polymorphism and its influence in 
the activity of pharmacological compounds. However, the compound 1-(2,6- 
difluorobenzyl)-1H-1,2,3-triazole-4-carboxamide has not been disclosed in D2 
or D3. The subject-matter of claims 1 and 8 can therefore be considered to be 
novel vis-a-vis D2 and D3 (Art. 33(2) PCT). 

Hi) The closest prior art is considered to be D1 which discloses a crystal form of 
the known compound l-(2,6-difluorobenzyl)-1H-1,2,3-triazole-4-carboxamide 
obtained by recrystallisation from ethanol. The mere existence of further 
polymorph forms of said compound is not in itself regarded as unexpected (see 
for instance D2, page 228). The problem underlying the invention is therefore 
considered to be the provision of further polymorph forms of the known 
compound 1-(2,6-difluorobenzyl)-1H-1 ,2,3-triazole-4-carboxamide with 
unexpected properties when compared with the known form disclosed in D1. 

In this connection it has to be stressed that the alleged advantages of the 
crystal forms A and A" over the forms B and C cannot be taken as a support for 
the inventive step of said forms, since the disclosure of forms B and C is not 
comprised within the state of the art. 

In the absence of any evidence for these unexpected properties, an inventive 
step cannot at present be acknowledged for the subject-matter of claims 1 and 
8 (Art,33(3)PCT). 
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VII. To meet the requirements of Rule 5.1(a)(ii)PCT, the documents D2-D3 should 
have been identified in the description and the relevant background art 
disclosed therein should have been briefly discussed. 

VIII. i) The crystal modification A 1 cannot be "identical" to the crystal form A. Claim 7 

does not include the lines of interplanar spaces or other characterizing features 
of the form A' which result as a consequence of the mentioned "defects in the 
crystal latice". Therefore, the subject-matter of claim 7 does not fulfil the 
requirements of Art. 6 PCT, since it does not clearly and unambiguously define 
the crystal modification for which protection is sought. 

ii) The compound 1-(2,6-difluorobenzyl)-1H-1,2,3-triazole-4-carboxamide has at 
least four polymorph forms namely A, A 1 , B and C and/or the one disclosed in 
D1. The Applicant has not confirmed as to whether the lines with interplanar 
spacings (d values) of the X-ray powder pattern as defined respectively in 
claims 1 and 8 are sufficient in order to clearly characterized the crystal forms A 
and A' (Art. 6 PCT). 

iii) The expression "a modification" used in the definition of claims 1-15 does not 
clearly and unambiguously define the subject-matter for which protection is 
sought. The expression "a modification" refers not only to crystal modifications 
of the known compound 1-(2,6-difluorobenzyl)- 1H-1,2,3-triazole-4- 
carboxamide but also to other vague and undefined possibilities of modification 
of said compound including "modifications" of its chemical structure. Therefore, 
the expression "modification" should have been replaced by "crystal 
modification " in the definition of claims 1-15 (Art. 6 PCT). 

iv) The expression "in essentially pure form" used in claim 9 does not clearly and 
unambiguously define the subject-matter for which protection is sought. Said 
expression should therefore have been replaced by "purity of >95%" as defined 
on page 1 0 of the description (Art. 6 PCT). 
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